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Background:  American College of Medical Genetics and Genomics (ACMG) guidelines recommend all actionable incidental findings be 
reported when a patient undergoes genetic sequencing. These recommendations extend to 5 genes associated with Mendelian forms of 
hypertrophic cardiomyopathy (HCM), including MYBPC3, TNNT2, PRKAG2, GLA, and MYL2 (Table 1). The degree to which individuals 
with putatively pathogenic variants in the broader population are at increased risk for HCM is unknown.
methods:  The study cohort was derived from 28,421 Black and White subjects genotyped using the Illumina Infinium Exomechip in BioVU, 
a Vanderbilt University resource linking DNA samples and genetic data to de-identified electronic medical records. The Exomechip contains 
~250,000 coding variants, including 12 variants in the 5 HCM genes annotated as pathogenic in the ClinVar Variation Reporter. Clinically 
apparent HCM was identified by automated searches of ICD-9 codes, problem lists, and echocardiographic data.
results:  We identified one or more possibly pathogenic variants in 512 individuals, who were median age 62 years [IQR 40-76], 93% 
White, and 58% female. Among these subjects, none were clinically diagnosed with HCM.
conclusion:  Among carriers of potentially pathogenic variants, clinically apparent HCM is uncommon. These findings support a 
conservative interpretation of pathogenicity in regards to return of incidental findings and highlight the need for future studies of genotype-
phenotype associations.
 
